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HQ R 9 



ONHOH 



0) 



(a) C 1~8 7^M> 

(b) C2~8 7M-M. 

(c) C2~8 7M-M> 

(d) ;\u*fyM^ 

(e) ^hal, 

(f) ^h'JM, 

(g) b'J7;i/tn^f;H. 

(h) M> yjlXU* h^rS/H, 

(i) -OR 2 *, 
(j) -SR 2 & 
(k) -NR 3 R 4 S. 
(1) -COR 5 *, 
(m) ^"M, 

( n ) Cycll, 

(o) -OR 2 !, -SR 2 I, -NR 3 R 4 I, -COR 5 ItfcliCyc 
(p) -SO 2 R 10 I, 



1 



mn#2 0 0 0 




(q) -o- (ci~8 7;i/#u>i) -or 1 &t=.& 

(r) - bV»m. -S0 2 R ! °m&fclt-0- (Cl~87^l/>I) - 
OR 1 1 *iC<fcoTttg|$4xfeC 1~8 7^M^U 

R 2 tt*il?> C2~97«ifcliCycl|^ 
U 

7^StfcttCyc 1*£^!U 

R 11 ****^, C 1 ~ 8 TJl^jvm. C2~97^HJfcttCycll$: 

^ R 5 t£7k^> Cl~87M;i/S, Cl~8 7;b3^J/& -NR 6 R 7 li 

R 6 fe<ktKR 7 «. ^tl^aHAL/T^ilfi-?-, Cl~8 7;i/^ltfc{iCy 
c 1 

R 1 °ttC l~87;i/ 2; fcteCy c 1«£^IU 

cy c i lac 3 ~ 7 ©#s^iii fci± i ~4 i mcommm 

mfcj: 0 £ 1 ~ 5 (D&m *m L/> 

lAiiC3~i5®M =Mii^Jii~4l©IiI?, 1~ 

EltmU^> -CH=CH-tfe{j:-C = C-^U 

#«t, rM. HSSAfD7'J^^U 
R 8 » 

( a ) ci~8 r;i/^;i/^, 

(b) Cl~8 7;i/3dfi/l % 

(c) /\n>f>iiC^\ 

(d) -hnS, 
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( e ) —hV JVM. 

(£) h'j7;ua^f;H, 
(g) by 

ntt0$fcttl~5 3* L > . ■ 



[3§f8<Z)l¥*H&l&9!] 
[0 0 0 1] 

1) (I) 
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<«V HO R 9 




ONHOH 



0) 



[0 0 0 2] 
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[0 0 0 3] 



^(Dftitmm. TMffl?sM, jfii/h«Jtin»#, jff0jfi^e>©jgitt«ise«© 

*>K&<nkZtlT^& (Biochem. J., 265, 621 (1990) 
. Immunol. Today, 11, 443 (1990). J. Autoimmun., 5 Suppl A, 123 (1992). 
Clin. Immunol. Immunopathol . , 62, S60 (1992)#M) . 
[0 0 0 4] 

fcT, IL-6©IftSEinii:i:j:U, 
V X * <D £ Mt * 3 £ «c * U . £ y # S fc & jttt 

[0 0 0 5] 

tSl^A^tSo I L- 6M&mwm£l>T&. folk 

^ftm&<D^M&&Xf/£f~&femtf$>\ft>ftZ> a. Immunol., 145, 41 
85 (1990). J. Exp. Med., 172, 1505 (1990). J. Clin. Invest., 87, 739 (19 
91). J. Clin. Invest., 89, 1681 (1992). EMB0 J., 13, 1189 (1994). Hemato 



4 



2000-3083385 




#2000—206649 



1. Oncol. Clin. North Am., 11, 159 (1997). Cytokines Cell Mol. Ther. , 4( 
3), 161 (1998). Folia Med. (Plovdiv), 41(1), 78 (1999). JPEN J. Parenter 
Enteral Nutr. , 23(5), S20 (1999). J. Infect. Dis. , 180(1), 10 (1999). A 
m. J. Obstet. Gynecol., 176(3), 593 (1997)#M)o 
[0 0 0 6] 

u%M&m 

Mz-lt. #^Hg59-46244#^M«{Cli. -jRsfc (X) 
[ffc3] 

# A x — B*— (CH^nx — CONHOH (X) 

D£tf. A X »R X X X m X R X l±7ai^;i/«. ifn'JM, ^:n- 

jvm. -f^^i/UM^itffTi/'J^S^U x x te/\n>f>jgH\ <£MT 

U m X m<DX X itm— &&ltmteZ>ZL ) B X li-CHO 

H-. -CH-. -O-fcitf-CO-fcatL. nX«2~l OOlli^t. 
] 

[0 0 0 7] 
[0 0 0 8] 
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1) -«5£ (I) 
[ft 4] 




ONHOH 0) 







(a) ci-8 7;i/^;i/i> 




(b; C 2 ~ 8 Tll/tr— J]/S. 




Cc; C 2 ~ 8 7;i/3f_ 








(e) — h nl, 




r -F \ — K. Tl 11 .-fcf- 




r cr \ K 11 ~ 7 11 , -fh n ~J st~ 11 . 

tgJ r y J )vy\ ti >■ "TVl/sk-. 




, h 'J y )vJ\Xi>- h^vl. 




:i) -OR 2 I, 




:j) -sR 2 i, 




!k) -NR 3 R 4 S, 




1) -COR 5 l, 




m) >r h^. 




n) Cycll, 




o) -OR 2 S, -SR 2 1, -NR 3 R 4 1, 


-COR 5 S££ti:C y c 1 


ICfcoTS&StlfcC 1 ~8 y/u^/bai. 




p) -so 2 r 1 




q) -O- (C1~87MU>S) -OR 1 1 




r ) - hV JVm. -SO 2 R 10 Stfctt-O- 


(C 1~8 7^^1/>S) - 



or 1 1 miz^-oxmrn^titcc i~8 7MM^ib. 
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R 3 s<fc^R 4 ». *ti*nmftisT*mm^ ci-stmm, C2~9 

R 1 1 &7KfS]K3\ C2~9 7^Mtfc{iCyclll: 

■ — 

R 5 li7fcS&«. C1~87WI> C1~8 7^3^S/S, -NR 6 R 7 S£ 

fcttCy c li$:iU 

R 6 fc<l:tfR 7 tt, ^tt^ti»S£b*C7K3)IK^ Cl~87^)l/itfettCy 

c lmzmv. 

R 1 °teC l~87A^UfettCyc l*£^iU 

Cyc 1 IliC 3 ~ 7 0*S^ii* fcti 1 ~4 lOilg^ 

mli 0 * fctt 1 ~ 5 ©sast«:*u 

iMiC3~i 5 ©ma, rM, HS^ii* i ~4 i©iii?, i~ 

E &ip.$g-S\ -CH=CH-ifctt-C = C-?:ib, 

sibbcs-i 5©¥at, £S«i7 'J - 1 feti 1 ~ 4 l©lil 

«t -3k HiMfn7U;vt^u 

R 8 tt 

(a) C l~8 7^i> 

(b) C l~8T;i/3^ri/S> 

(c) An^>I?, 

(d) -hnl, 

(e) -hu;vS> 

(f) h'j7Mn^f;i/i, 

(g) h'J7^tn^h^ri/IS:^U 
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nli0££&l~5 <Z>Mffc£^t U 

R 9 tt*fglH\ Cl~8 7^;i/1, C2~87M-;H^fettC2~87 



[0 0 0 9] 

^\^ri/;K *?^;iMjs iif^neowtfes. 

[0 0 10] 
[0 0 11] 

C2~8m-Mfctt, x^x;k ^ntf-;K ^-;k ^>^x;k 

[0 0 12] 

Cl~4 7MU>lttt, x^U>. hy^f l/X 

[0 0 13] 

c i-stii^I; ymz.it. *^vy^ ^uy, hv^^uy, ^h^*?- 
uy, s<>z*?-u>, /v*if*^i/> % ^7&*rFuy, * ? # uym& 
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j: tf z. ti e> © *e & & o 

[0014] 

[0 0 1 5] 



C l~8T;m3f xh*S/, ^DiK^X ^^^>> ^ 

^s/^/**s/, ^-f+M*^ 7t??-)\s7r*ism&&tfz.ti 

[0 0 16] 

>, $/*ny#>, s/*a*>*:^ s/5ro^**>, $/^n^y^>. $/*n 

[0 0 17] 

fctt 1 MO^K^^^tf 5-7 M©#^^n r U J:tf*©-**fc 

-;k hj7i;-m fb7!/-;K tfu^>, t?9s?5/, ^'M^x try* 

yi?>, **i>-yiftf>, **-**jywy* *T*jyv-»* *yyvy. * 
rvrvy, ryywy. ryvywy. trou>» trny^>, >fs*V 
u>> >f^*vy*;>, bT9!/u>, tf^yu^>. huyyu>. hur^u 
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„ fb7kKnf7y-;K ^tFn^fvfT 1 ;-;!/, fF7tKn>fyf rv* 
-;K fb7tFnW^7^-^ rF7fcFnt^t7^>, ^h^t:K 

^ fh7tFof7^7!/-M fh7tFnf77^X rh7tFnf7 

S?T^>, 7=- h^t Fnf77t'lfX 5 1 Kn^T S?Tif fc?>*E/l/3fc y > 

[0 0 18] 

C3~l 5<D#S. Zligt, SiS^iitii, C3~l 5 ©#81, Zlgt H.^ 
i*1--5o fflx.lt. S/iruzfurty. */9Uzf$>, i/puKy&y^ t/9w\3r 
Zu^yZP^y, t/# w\*y-t?xy, t/9w\7Z*Jxy, ^>-if>, Ky 

n^f^-T^ i;tFnt73ti/x fh7tFnt73!i/x /\°- n Kn-7-^# 
h>y. A-tFn7Xi/x A-t Kn^^/^-ix> % A'-nFn7it>FU-f 
;i-fcFn7>F7t>, A-t Kn7tt7^l/>, A°-t: Kn i^7x^ 
isym^tfmtf £*i£o 

[0 0 19] 

1 ~ 4 Mtf^jfiM^K 1-2 J: / * 7c 1 ~ 2 fiCDSfcMC^ 

£-g-fr5~l 8M©m EZM&^TUmtiZ. I~4l0lilf, 1 

~2#©migM^33J:tf/£7ctel ~2ra©«fc*$JK^&-£tf5~l 8M©m 
£g^fD7U ~;i/fcJ:tf^<D-^££&i-^T#t§^Lfc:fccD£Sl* 
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-;K \f.^Vy, h?U^>. t£V#Vy. T12¥>. *JYM\£y, 

T7^>. ^-fetT^ ;T3rl7"tffc:>. ^T-T> (^^tf^ 

;K ^dr-9-^Tl/-;K :fr3fi?-y^>. ^df-t^T^:/. ^^Tiftf^ 
•tf-^y^t^^ 477>vv ^-r^v^v ^TTfyv 

>t>f-;k -fv^>F-;K Ky-jy^y^ -iv^y^Jy^y 

;ux :7#^>, -f-y^-VPy, 3V3f-9-y>. *ri~ % Jvy, t/yjvy. 
^yi/jt^W-iw s<yy*^yy*—)v. ^>y-f^£V-;K 

^ ^yj >> -f^£Vy^>> tf^^/u>, ¥^wt/y. hVTv*vy. hv 
Tv*vpy. ^h^VVy. "rY^^J^vy. vnFuifVzty. ^tKntfu 

t:Fnyi£fcT>. ^h^t: Fn^Tift°>, i?tFQ77X fh7i:Kn77 

;k s?KKn>fm*y-M fh7t Fn>fv^^tv*-;w s?t Fnf 7 
fb7tFnf7y-;K Fn>f yf7V-M fb7bFn>fy 

f7!/-^ ^ h^t: Fnt^^7V-;K rb^liFD^Wyx "T" h 
7tFnt^^7i/>> ^ b^H KD^-dp+J-Tiflf >, fh7kFnt^ti? 
Tiflf>, fh7tFnf7^7y-;k fh7tFnf77y>, fh7tF 

;i/^>u>. -f>FU>. -rv>f>FU>, ytKD'O^^ 

>, /\°-t: FnK>y*77>, V\i Fn>fv^>v'77>, /*-t: Kn>f v<> 
s Jy^y. i/hFn^>!/Wix /t-tKa/<>^7iX Fa 
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i;tFnt7f'ji;x fF7tFot7fji;x ;\-tFnt7 

>, s?kKn^>;yx rFytFni/^yijx Kns/>; y *j 
t Fn^>yt*tv*-;i/, A-kFn/omt 1 ;-;!/, ytFn/<>yf 

>f > Fn;*-3fV7-tftf>. >f > Fnf h^fc FP*3f-9-if -f > Fn*^ 
$?r-tffc?>, >f > Fnf h^fc: Kn^-dr-^^T-^tf>, >f > Fn^y Tif tr>, 
>f > FDfh^k Kn^TT-fe'bf^, y Fn^T^TIf fcf>\ >f>Fnf 
tFof7Wlf>, jy Fny-t?t?>. >f>FDf F5t:Fo7t*ifx 
>Fn^r-^fcT>, -OFnfFyt Fn^Tiftf>> ^>y:7^if>. 

-;K fF7tFQ*;wt!/-;K A- t: Fn^j;wiy-;K ^t:Fn77'Ji? 

fh7tFo7f U^>, 7\"-fc; Fn7^ U i;tFni/X>!/77> 
, ^kKa^x>v'ft7xx f F7kFo^>!/7yX fh7tFny 
Ky^^-^-y^y^ ;t-bFni>X>y77X /t— ti Fn^>!/ft7x> 
, l, 3-i?**rV(y#y. l, 4 -^dpy^F^t: i/>$t^# 

[0 0 2 0] 

C5~i5®m rM, HTOli7'J-;i/i:H i/*n^># >^:n>, 

[0 0 2 1] 

i ~4i©iii?, i~2 Mo^itM^-fc «fct>v* feii i ~ 2m<Dmnm* 



ffifEE4# 2000-3083385 




#2000-20664 



;k fry-^ -fv^yvf-zw y^if>> t^t^7V-;K ;T3f-9-^>. 
^ T ^ Ti ; >% ^y-fe*tr>, ^y*?yif bf> % -f>F-/i/, >fv>f> K-/u, 

ri£i?y> *y\ri?ywy. ^>^77fx Kyy*^-y^yy*-/v. ^yv* 

hl ; 7 y_; K ^j^/tvf-^ y?U^>. ^>^/ft7l 
[0 0 2 2] 

[ft 5] 



[ft 6] 
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Ut 7] 

Wfe^ 

[0 0 2 3] 

. (+) , (-) m . vu^htf^yftmizzzm&tt. <s«# 

[0 0 2 4] 
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[0 0 2 5] 

h'j7Mn»ig, %m&. asm, s/=lv&&. 

[0 0 2 6] 

$e>tc, *ll»^oK7^i:H — JKsS (I) tfj©-CONHOHS 



[ft 9] 




[ftl 0] 
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[0 0 2 7] 

(I) T?SS*l«*»l|!ft6«|0)%, StAfcLTtt, C3~10ffl| 

tti~2l®ifi?^tf5~i oi©m zi^/v^nataWsfcbv^ # 

^ [0 0 2 8] 

-or 2 1, -SR 2 1, ^n>f>M^ CyclAWJlK c 
i~8y;i/3p;i/^ c l — 8 rjvzi^-^m. Ci~8 7^fm ad^> 

[0 0 2 9] 
[0 0 3 0] 

(i) T*m2n2>*mmit&m<D?^ Etun -ch = 

[0 0 3 1 ] 
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[0 0 3 2] 
[0 0 3 3] 

- j j ig^ (i) x^ft&&'%tfiik&®><D?t,. r 9 thxit. T^mmr - . ci 

[0 0 3 4] 

^ -tt^: (I) mfcbTH:, 0£fctel~5© 

^ifc2)W£bV> 0 #lC^*b<i±, 0 ^fcttlflW* bV^ 
[0 0 3 5] 

-«5S (I) -e^SttS*^^*©^^. nilbTte. Olfcttl~50 
^»W^bV%„ 4#{C#£ b < tt, 0£fcttl *W£bv> 0 
[0 0 3 6] 

*»9!TMvx«-jR^; (I) T^£n£#£bv^fb1H^ t^tS^lMt* 

^ [0 0 3 7] 

[SHI] 
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[*4] 



a 4 



(R 1 )m 




NHOH 



0-2) 









No. 


! v — s 


S viy 


1 


j o- 


i _ fV_ 
i >=s 






F 


2 


| o 


I -p- 

i CI 


3 




* -^N — 


4 


i O- 




5 




i HH-O- 


6 




i xP~ 


7 






8 


I o- 





[0 0 4 1 ] 
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(i) T*m2tiz>*mmit&m&. (id 



[0 0 4 2] 
[0 0 4 3] 

h'J7^Ditt, *#>>wi//ft>m> 3^fch';^^>'J;i/f) , * fettle 

mm (mm. mmm %v<\tz:ti^<Dm^m &it**mmm o~io 

ox:<DUmT*fttet>ft2> 0 

2) T;i/^y^#TT*©m^MiStt^-e^>y, Mxtf, ti^i 
-;k fh7tKD77>, tti, Tjbxvi&m&TkMitm o&m 

ffc^NU^A. *tft*'JfA, *ift'Jf?Af) , 7^'JidBA«<D*l 
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. (MxJ£> j*#7-;w x#7-;i,^) , Ky^fy 

6 (Wx-i$. *<yi£y. h»^ym , trby& (Wiux. r±by. 

^■A'^hym) , r hu;^ (Mill T±b-hV)l«$) ; T^Kjfr 

f^) ©MET. &»a #C3E*£iSi^ ^ 

7 17^) ifeattli (Mid Bt^ p- h^/o:>x;i/3l>>m, > 

T<A**#HliCT£fc«^y>^-?2>#:&T, 0 — 2 0 OWUm-Vfttet) 
[0 0 4 4] 

[0 0 4 5] 

t-^;b«. -c (ch 3 ) 2 -ocH 3 fej:ut/<>s;^/|i^#« r e>*i**«, 

l£ T. W. Greene^, Protective Groups in Organic Synthesis, John Wiley & 
Sons, Inc., New York, 1991 }CfB«£ *lfc%©#JBV* *btlZ> 0 
[0 0 4 6] 

[0 0 4 7] 
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Sisxs^: i 

R 1 0 1 ttCl~47M;i/itfe|j:-CH 2 CH 2 OCH 2 CH 2 OCH3l 

R 1 , R 8 , R 9 , R 1 0 °. M A. ^B, m, n ttiafSh R Cjfttfc "To 
[0 0 4 8] 
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[0 0 4 9] 

B^fgaH^5x^^cfev^T, vrm^s-MX (ii-A4) , ( 

II-B5) , -jRjS; (III) , — jRsS (IV) &&&-m& (V) TfjasSiflStf;^ 
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[0 0 5 0] 

M»D7b^77f-, ffg^P7h^77f- t ^S^tf^frA^DVby 
[0 0 5 1] 
[0 0 5 2] 

[g|3I*£tt] 

[0 0 5 3] 

(1) A 5 4 9iMfrg>€> I L- 6M^jCMtvSfflgMSM^ 

1.5X 1 0 4 M©tl h«?±5ta*«Ilfit*A 5 4 9$fflJ8&£ 100/tl ©0.5%?$/ 
tihl&lkm (JWT. FB St R&fB"#*<5 0 ) (DM 
EM) JCfiiflJL, 9 6 ^x^V^n^U- htfJ^— g&©ig*^ 
;i/AT^ K (DMSO) K:»#bfc«*©*K©tmft^»2 0 n 1 feJc^jfil^D 
MEM{Cj§ibfcl2.5n g/m 1 ©ig©MMH?- a (TNF-a (Genz 
yme*±, A^nmTNF-H) ) 8 2 4l|^m 

h7yfe>f (ELISA) i (R&D Systems?±, # a y##D6050) KlTflgJtL 
> tttfeffc^OMHStt&JtfflU 5 0 %i££|5E«2iS (IC 50 ) *&&>fe 0 
^(Dffi^ MMfflHt&tyKD I C 5 0 tt0.052AM-efeofcc 
[0 0 54] 
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(2) m hmmmm^^Q) i h^em^EMt^MSM^M 
3. ox i o 3 mov w?-Bm<Dffimmm*2 oo/ii©i o%v*/m9i&Lm& 

tk&®2 0 ft 1 j3J:ty2.5%^->^Hjfil^»DMEM ( C^j!gLfe 5 n g/ml 

(Dmg.<D4 *y-l /S (IL-lj3 (Genzymeft, # # n ^##80-368 

8-01) ) 8 0 n 1 SrSsitJUfco 2 4Hi0^m 1 0 0 1 <Z)ig#_t?il&IIlI& 
b, jg£ lfcIL-6l^ELI SAi (R&D Systems*!, # # d ^#-^D6050) 

• ictm^u ^mt^mommm^nmL. so%m&m.mmm. dc 50 ) 

[0 0 5 5] 
[0 0 5 6] 

[0 0 5 7] 
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#m, mm%iM. &ttm* &m®m^iz 

*\ MS. i&A— A&£*j. lUHCo^ lmg^f,lOOOmg0iHt% 1B1 
E*»&»iaSPift#S*iS^ £fcW:j*A— A&fcy, lEKCo^ O.lmg^ 

e> i o o m g ©«gffi-e % lHi e>fscia*«ps# (#* l < t±, mei*&-£ 

o 

[0 0 5 8] 
[0 0 5 9] 

munj3.<Di=.#)<Dftmmmmmzi^ mm. x-f^Km. mm. mnm 

So 

tfeltmmm (^?h-*, v>^h-;K ^;i/3->u $tjjig||-fe;i/n 
-x, , &&m (tKn^i/^D^t;i/n-x, jJfutT-^trn 

a^tf-Mso , »^ Uf7'j>i7ni/f^) , ^m. mmttmm 
(if)v$s.ym. Tx/^3f>m%n ^tm&zti. nmz'&^xmmitvxm 

TV*T%J^U £ t=. 2 ^Iffilt'tg L T % <fc V> 0 $ h iZ-^^^y(D <fc 5 
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mitm* %im. tmau mmmmz^rnvx^T* 

[0 0 6 0] 
[0 0 6 1] 

nmz&vmj3Ztiz>ftmmm, mmm. mmm. ®.am. *?v-m 

3t*«6tt, M^l«ffl#ff^2,868,691#feJ;^lRl^3,095,355#lC#b<lS«$ 
[0 0 6 2] 
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[0 0 6 3] 
1 

6- (4- (4-^nn7i-;i/) :7;n-;i,) - 6 -^^py^-tf-y 
as — _ 

[ft 1 3 ] 



o 




TW>m=£SX.*JU^X-rJl> (34.8 g) tC. (72ml) &fln 

>i^n7-f K^yxf ^xxf;i/i:#fe 0 Sftr-n/^— (53.3g) <z>$>^ 

nn^^> (5 0 0ml) MHRlC, 51CT*4 -^DDtf (37.7g) £ 

;i/x^f;i/0i?^nn^^> (200ml) $g»3:;&na.fc. fifStR^^^fi? 

•e??*MHfcU TK©«ft«S:ftS«jifl:^« (53.8g) 

TLC : Rf 0.60 (^00^) , 

NMR (CDClg) : 8 8.04 (d, J=8.8Hz, 2H) , 7.64 (d, J=8.8Hz, 2H) , 7.56 (d 
, J=8.4Hz, 2H), 7.44 (d, J=8.4 Hz, 2H) , 4.14 (q, J=7.2Hz, 2H) , 3.03 (t, 
J=6.6Hz, 2H), 2.38 (t, J=7.0 Hz, 2H) , 1.95-1.60 (m, 4H) , 1.26 (t, J=7.2H 
z, 3H)„ 
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[0 0 6 4] 

###12 

6- (4- (4-;?nD7i-;i/) y^~)V) - 6 - n Kn 3fi"\3p 
[ft 1 4 ] 




^^mi^Wtht^it^m (10.02g) <DV>7UU*$^ (3 0 0ml) ;* 
(10 0ml) <Z>*g-£i§?£lC> 0 T^yfcfftft^f^- h V (5.4 g 

(10.03g) 
TLC : Rf 0.25 (^ n □/Js^A) , 

NMR (CDCI3) : 8 7.65-7.34 (m, 8H) , 4.73 (t, J=6.2Hz, 1H) , 4.11 (q, J= 
7.0Hz, 2H), 2.03 (t, J=7.0Hz, 2H) , 1.90-1.30 (m, 6H) , 1.23 (t, J=7.0Hz, 
3H)„ 

[0 0 6 5] 

6- (4- (4 - 2 UW7 - S -\1 FUlrt/^-V-ym 



2000-3083385 




^M2T*m&Lf^t'&W (10.03g) (D3i&J-;\, (10 0ml) ^{C. 

2N7^m^t-r b y v^mm (5 omi) ^m^ 0 Kmu&mze owim 
mzm-rzmmit&m (9.i2 g > £#£ 0 

TLC: Rf 0.52 (^On^A : ^I-^fc Kn75> : Bf^ = 10:4: 1) 

> 

NMR (dg-DMSO) : 5 11.80 (brs, 1H) , 7.68 (d, J=8Hz, 2H) , 7.61 (d, J=8H 
z, 2H), 7.49 (d, J=8Hz, 2H) , 7.40 (d, J=8Hz, 2H) , 5.16 (brs, 1H) , 4.65-4 
.40 (m, 1H), 2.18 (t, J=7Hz, 2H) , 1.80-1.05 (m, 6H)„ 
[0 0 6 6] 

N- ( 1 h^ri/- 1 X b - 6 - (4- (4-^DH7x^ 

7i-;i/) - 6 - t: Kn^ri//\^r-9->T^ K 
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##M3-e^5tbfeffc^ (7.74 g) <D*?**fr*\JUM>y$ K (1 5 0ml) 

9 ^{c, r;i/^r>#H^T, i-x^/i/-s- [3- (^*^;i/T^>0 >^ntf 
^j;i/3jf^>r^ F (6.99g) , 1 -t: Vu^-yOV bV r^J-As (5.58g) 
. ( l h^rS/- l (8.0g) , h'Jxf 
;i/T^> (15.5ml) &#tl;L£ 0 HJ&^lM^£^^Hfcm#Lfc= MlSMl^ 

: h'Jif;i/75>=8 0: 2 0:1) Ci:oT«^b> TSa<Z>%ft'fiI£;£-r £ 

WSflS^lfc (8.1 g) 
0 TLC:Rf0.50 (S|Xf;V: ^^;-;N2 0 : 1) , 

NMR (CDC1 3 ) : 8 7.73 (brs, 1H) , 7.60-7.35 (m, 8H) , 4.74 (t, J=6Hz, 1H 
), 3.31 (s, 3H), 2.50-1.15 (m, 8H) , 1.41 (s, 6H)„ 
[0 0 6 7] 

mmmi 

N-H Kn3r*/- 6- (4- (4-^DD7x^;i/) :7;nn;i/) -6-tKn 
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##M4 1?^bfc^% (7.27g) <D*$S-)V (10 0ml) mmiZ. M 

^ mm (2.0ml) *naxt=. 0 s^«^ST-3 0^ipit o fcmm&m 

. *fffiLfe^^$:5j®L. <g<8L, TSB©WM£^1-£;fc2§^ffclir# (5.55g 

) 

TLC: Rf 0.21 (i7UU^?VJU : J —JV : WWt= 10:1:1), 
NMR (dg-DMSO) : 8 10.31 (s, 1H) , 8.64 (s, 1H) , 7.68 (d, J=8.8Hz, 2H) , 
7.65 (d, J=8.8Hz, 2H) , 7.50 (d, J=8.4Hz, 2H) , 7.40 (d, J=8.4Hz, 2H) , 5. 
15 (d, J=4.4Hz, 1H), 4.54 (m, 1H) , 1.93 (t, J=7.3Hz, 2H) , 1.70-1.40 (n, 
4H), 1.40-1.10 (m, 2B)„ 
0 [0 0 6 8] 

mmmi (D ~i (5) 

l-»##«2-»##«3-»#««4-»HJ6«l fcH*©»fts*:U J^TIC^* 

[0 0 6 9] 
£J6«1 (1) 

N-kKD^i/-6 - (4 - \?7 - 6 -H FD^rS>^^r-9->T^ F 
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[flS 1 8 ] 
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OH 




TLC : Rf 0.42 mWt^JV : * # J -Jl= 3 9:1), 

NMR (d 6 -DMS0) : 6 10.29 (brs, 1H) , 8.64 (brs, 1H) , 7.66-7.58 (m, 4H) , 
7.47-7.30 (m, 5H) , 5.18-5.09 (m, 1H) , 4.57-4.55 (m, 1H) , 1.91 (t, J=7.5 
Hz, 2H), 1.64-1.44 (m, 4H) , 1.40-1.20 (m, 2H) D 
[0 0 7 0] 

mmmi (2) 

N-blFn^S/-6- (4 -i/>7 W\3rt/)\/~7 ol—JI) - 6 - t Kn 3r£/"\3f 

[fb i 9 ] 



OH 




TLC : Rf 0.32 (WWl^JV) „ 

NMR (d 6 -DMS0) : S 10.29 (s, 1H) , 8.63 (s, 1H) , 7.19 (d, J=7.8Hz, 2H) , 
7.12 (d, J=7.8Hz, 2H), 4.98 (d, J=4.5Hz, 1H) , 4.40-4.38(m, 1H) , 2.48-2. 
40 (m, 1H), 1.89 (t, J=7.5Hz, 2H) , 1.81-1.12 (m, 16H) C 
[0 0 7 1] 

mmmi o> 

(4- (4-^f;i/7i-fl/) -6-tFn 
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NMR (d 6 -DMS0) : 5 10.29 (brs, 1H) , 8.62 (d, J=1.5Hz, 1H) , 7.56 (d, J= 
8.4Hz, 2H), 7.53 (d, J=8.4Hz, 2H) , 7.36 (d, J=8.4Hz, 2H) , 7.25 (d. J=8.4 
Hz, 2H), 5.11 (d. J=4.5Hz, 1H) , 4.54-4.48 (m, 1H) , 2.33 (s, 3H) , 1.91 (t 
, J=7.5Hz, 2H), 1.63-1.16 (m, 6H)„ 
[0 0 7 2] 

mmmi (4) 

N-fc Kn3r£/- 6- (4- (4 h^i/^^-JV) 7*-)]/) - 6-tF 




TLC: Rf 0.27 (?UUfc)V& : ;* # J —Jl> : WW.= 9 0:10:1), 
NMR (dg-DMSO) : 8 10.29 (brs, 1H) , 8.63 (d, J=1.5Hz, 1H) , 7.57 (d, J= 
8.1Hz, 2H), 7.53 (d, J=8.1Hz, 2H) , 7.34 (d, J=8.1Hz, 2H) , 7.00 (d, J=8.1 
Hz, 2H), 5.10 (d, J=4.5Hz, 1H) , 4.53-4.47 (m, 1H) , 3.78 (s, 3H) , 1.91 (t 



fflfEff 2000-3083385 



#2 000-206649 




, J=7.2Hz, 2H), 1.66-1.15 (m, 6H)„ 
[0 0 7 3] 

mmwi (5) 

=./!/) — 6 — t KD^rS/A^f>7^ F 

lit?. 2-3 — 




TLC : Rf 0.16 (gt^:c^;i/) > 

NMR (d 6 -DMS0) : 8 10.29 (s, 1H) , 8.63 (s, 1H) , 7.20 (d, J=8.5Hz, 2H) , 
7.13 (d, J=8.5Hz, 2H), 4.98 (d, J=4.4Hz, 1H) , 4.43 (m, 1H) , 2.41 (m, 1H 
), 2.00-0.90 (m, 21H), 0.88 (t, J=7.0Hz, 3H)„ 
[0 0 7 4] 

(R) -6- (4- (4 D7i3) 7i-;v) -6-tFo 



[ft2 3] 



OH 




ffi$E# 2 0 0 0-3 
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• 



##^lt«Lfcf^ (17.2 g) ©fb5tlFn77> (1500ml) 

ic. ^fiTi.OM (s) - 2 -^^;i/-^-^piMf7Kn y vyv> hfr^y^WL (5 
mi) bLfoM^m*- i sric^b. 2.0M7jf^>- 

7-f Ffft©rh7t F075>M (21.3ml) £#a*i£„ £j£m-&4&&^$& 
T'3lWtfc. HJS^^ic^^y ~;i/S:in^., -Hfc«#L£ 0 SiS^ifef 

- (^3?1J-> : Hiif;i/= 1 : 1) ICJ;oT«^L. TiHcD%tt#$:^ 
(1 7g, 94.2% e.e_ HPLC) 
© TLC : Rf 0.25 (? n D*;i/A) „ 

HPLC: 13. 7# ORSrBfrlS) , 

: DAICEL CHIRAL CEL AD-RH , 4.6 X 1 5 0 mm ; 
mmW. :7tb-F'J;i/:*=7 5 : 2 5 ; 
UV : 2 6 O nm ; 
: 1.0m 1 /fto 
[0 0 7 5] 
###16 

(s) -6- (4- (4-^n7i3) 7i-;v) -6-tFn 



i.om (s) -2-^^;i/-^-^ri?--9 i 3}fny ^><Dh;i/x>^?K(Z)f^*)t;ic, 1 
.om (R) - 2 -*^-;i/->*-3f+Mf^n U b^x>$g?iJE£:;^T\ ###J 



[ft24] 



CI 




3 8 
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• 
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summ&mttZL. Tm&m&mzm-tz&mitarm 01% e . e ., hpl 
o *mt~* 

TLC : Rf 0.25 (^DD/iVl/A) % 
HPLC : 9.8# (&#f$|g) . 
jtj^Ms : DAICEL CHIRAL CEL AD-RH, 4.6X 1 5 Omm ; 

mmwi ■ r •£ h = \ ■ v >\> zfc- i 5 : 25 ; 

UV : 2 6 O nm ; 
W9L : 1.0m 1 /3h 
[0 0 7 6] 

• mmm2 

(R) - ( + ) -N-fcKn^>>-6- (4- (4 -tun? -7jl- 
- 6 -fc: Fn^rS/^i^y^ F 

[ft2 5] 



#%M3->###|4^|fe&£Ml £Mttf)§t#£L, TlH<Z)#Jtt'fit$:^-t^*^ 
fc-£#f (98.7% e.e., HPLC) 

TLC : Rf 0.21 (^nD^;i/A : * # / : Bf^= 10:1:1), 
[a] D : +9.27 (c 0.280, *#J-M , 

HPLC: 16. 8fr (Uf$mm , 
#^2* : DAICEL CHIRAL CEL AD-RH, 4.6X 1 5 Omm ; 
mmm: T-fe h-h'J;i/: 7^=3 5 : 6 5 ; 
U V : 2 6 0 nm ; 



OH 



H 
N 
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ffi& : l.Oml/^. 
[0 0 7 7] 

mmm2 en 

(S) - (-) -N-H Kn^PS/- 6 
[ft, 2 6] 



- (4- (4-^nn7x^) ^ 




**«2fcH«0)i*f^feU naottttHfe^-rS^Wft-^* OA 8% e.e 
HPLC) £#fc„ 
TLC : Rf 0.21 n n Jft^A : * # J -ft : Sf^ = 10:1:1), 
[a] D : -9.60 (c 0.265, , 
HPLC : 11.6# (#ff«rlffl) . 
•ft =51*'. DAICEL CHIRAL CEL AD-RH , 4.6X1 5 0mm ; 
mm. : T-Kh-hV JV : 3 5:6 5; 
UV : 2 6 0 nm ; 
: 1.0m 1 /ft a 
[0 0 7 8] 
##M7 

n- (l -% i ib^i/-6- (4 -a- K7i-^) - 

6-n FrUri/^y-yTS. F 
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lit 2 7] 



#2 0 0 0-2 0 6 6 4 9. 



OH 



H Hgp i CHa 



TLC : Rf 0.40 (H^:r^;i/) > 

NMR (CDC1 3 ) : 5 7.69-7.63 (m, 3H) , 7.08 (d, J=8.2Hz, 2H) , 4.64 (t, J= 
6.2Hz, 1H), 3.31 (s, 3E) , 2.42-1.21 (m, 8H) , 1.41 (s, 6H) 0 
[0 0 7 9] 
##M8 

N~ (1 h^>- 1 (4- K> 4 /77>-2 

->f;i/) -7 X.—JI) - 6 - 1: Fn3f $//\3riJ->y ^ F 
Ift2 8] 



OH 




O' s OCH3 



##M7-e|g^L,fe^-^% (4 4 0mg) ©^f;i/*M75F (10ml 
) U>iH*'J-?A (3 3 3mg) , rh^^rT. (h^i^toO 
) rt^WJ* (1 2 Omg) , ^>y77>-2-^D>H (4 0 Omg) 
Afeo Sf51^i$:6 0tT'2TO#bfc o Mf&^#{C^K$:Anx., WWL^ 
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: ^^-9->= l:l-»7:3-»l:0) fc:J:oT#»U TfE£>4»fii £ 
^ir^mmit^ (17 8mg) 
TLC : Rf 0.39 (Bf^X^;i/) „ 
[nn«n] . 

N-tFD^i/-6- (4- K> % /77> - 2 ->r;i/) 7x^jl/) -6-n 
Fu^^i^T^ F 
[flS2 9] 



OH 




OH 



TLC : Rf 0.29 (gf^o:^;i/) % 

NMR (dg-DMSO) : 8 10.28 (s, 1H) , 7.85 (d, J=8.1Hz, 2H) , 7.65-7.59 (m, 
2H), 7.42 (d, J=8.1Hz, 2H) , 7.37 (s, 1H) , 7.32-7.21 (m, 2H) , 4.58-4.51 
(m, 1H), 1.90 (t, J=7.2Hz,2H), 1.62-1.14 (m, 6H) Q 
[0 0 8 1 ] 

mnmz a> ~3 as) 

Ky^/y^y- 2-7$ uym<z>tt£>Vi^ ffi^-T-s^n ymzm^x, m^m 

[0 0 8 2] 

mmms en 

N-tKD^'>-6- (4- (try vy-4 -J M -6-tKn 



4 2 
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Ut3 0] 



OH 



TLC : Rf 0.33 (* uUjHjVA : J - )V : tfSI= 9 0:10:1), 
NMR (d 6 -DMS0) : 6 10.30 (s, 1H) , 8.63 (s, 1H) , 8.61 (dd, J=4.8Hz, 1.5 
Hz, 2H), 7.74 (d, J=8.1Hz, 2H) , 7.68 (dd, J= 4.8Hz, 1.5Hz, 2H) , 7.44 (d 
, J=8.1Hz, 2H), 5.21 (d, J=4.5Hz, 1H) , 4.58-4.52 (m, 1H) , 1 .91 (t, J=7. 
2Hz, 2H), 1.64-1.14 (m, 6H) 0 
[0 0 8 3] 

mmw3 (2) 

N-fcKn^ri/-6- (4- (fcfU ^>-3--f;i/) 7x3) - 6-tKn 
[ft3 1] 




TLC: Rf 0.34 (^DD^l/A : ;* # / -)V : W?Wl= 9 0:10:1), 
NMR (d 6 -DMS0) : 8 10.29 (s, 1H) , 8.86 (d, J=1.8Hz, 1H) , 8.62 (s, 1H) , 
8.54 (dd, J=4.8Hz, 1.8Hz, 1H) , 8.06-8.02 (m, 1H) , 7.65 (d, J=8.1Hz, 2H) 
, 7.48-7.43 (m, 1H) , 7.42 (d, J=8.1Hz, 2H) , 5.17 (d, J=4.5Hz, 1H) , 4.56- 




4 3 



ffiSE# 2000-3083385 




#2 000 — 206649 




4.50 (m, 1H), 1.90 (t, J=7.5Hz, 2H) , 1.63-1.18 (m, 6H) 0 
[0 0 8 4] 

mmms (3) 

N-tFD^i/-6 - (4- (2-^007x11^) ~7 -6-t KD 



Ut 3 2 ] 




TLC : Rf 0.25 (g|^:c^;i/) > 

NMR (dg-DMSO) : 8 10.29 (s, 1H) , 8.63 (s, 1H) , 7.55-7.52 (m, 1H) , 7.4 
0-7.33 (m, 7H), 5.16 (d, J=4.5Hz, 1H) , 4.54-4.51 (m, 1H) , 1.91 (t, J=6.9 
Hz, 2H), 1.65-1.20 (m, 6H)„ 
[0 0 8 5] 

mmms (4) 

N-t FD^i/-6 - (4- (3-^nn7x^;i/) y ^—jv) -6-fcKn 
^ K 

iitS 3] 
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TLC : Rf 0.23 (MH&X^/I/) , 

NMR (d 6 -DMS0) : 8 10.29 (s, 1H) , 8.63 (s, 1H) , 7.68 (t, J=1.8Hz. 1H) , 
7.63-7.60 (m, 3H) , 7.46 (t, J=8.1Hz, 1H) , 7.40-7.37 (m, 3H) , 5.16 (d, J 
=4.2Hz, 1H), 4.54-4.50 (m, 1H) , 1.90 (t, J=7.2Hz, 2H) , 1.63-1.20 (m, 6H) 

o 

[0 0 8 6] 

mmms (5) 

N-t: Kndpi/- 6 - (4- (4 -y'u^y az—)V) 7i^i/) -6-tFn 

[ft3 4] 




TLC : Rf 0.35 (H^X^;i/ : ;* # J -)V= 9:1), 

NMR (d 6 -DMS0) : 5 10.31 (s, 1H) , 8.64 (s, 1H) , 7.70-7.50 (m, 6H) , 7.4 
0 (d, J=8.4Hz, 2H), 5.15 (d, J=4.5Hz, 1H) , 4.54 (m, 1H) , 1.93 (t, J=7.2H 
z, 2H), 1.70-1.20 (m, 6H) 0 
[0 0 8 7] 

mmms <e) 

N-tKn^i/-6- (4- {^-ySry^y- 2 --r;i/) 7x^1/) -6-tF 
u^y^^yy^ F 



2000-3083385 




TLC: Rf 0.26 (f»If^/) , 

NMR (d 6 -DMS0) : 8 10.28 (s, IH) , 8.62 (brs, IH) , 7.57 (d, J=8.7Hz, 2H 
9 ), 7.49 (dd, J=5.1Hz, 1.2Hz, IH) , 7.45 (dd, J=3.6Hz, 1.2Hz, IH) , 7.32 (d 
, J=8.7Hz, 2H), 7.10 (dd, J=5.1Hz, 3.6Hz, IH) , 5.13 (d, J=4.5Hz, IH) , 4. 
51-4.45 (m, IH), 1.89 (t, J=6.9Hz, 2H) , 1.60-1.15 (m, 6H) D 
[0 0 8 8] 

mmms (7) 

N-tKn^i/-6- (4- — f;i/) 7*.-jv) 
lit 3 6 ] 




TLC : Rf 0.27 (MM^Jl') , 

NMR (dg-DMSO) : 5 10.28 (brs, IH) , 8.65 (brs, IH) , 7.70 (d, J=2.1Hz, 
IH), 7.62 (d, J=8.4Hz, 2H) , 7.33 (d, J=8.4Hz, 2H) , 6.87 (d, J=3.6Hz, IH) 
, 6.56 (dd, J=3.6Hz, 2.1Hz, IH) , 5.13 (d, J=4.5Hz, IH) , 4.50-4.45 (m, IH 
), 1.89 (t, J=7.2Hz, 2H), 1.60-1.12 (m, 6H)„ 
[0 0 8 9] 



4 6 
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mmms (8) 

N-tKn^i/-6- (4- (1, 3 - z?7t*i/- 2, 3-i/'tFn>f> 
5 — r;i/) -6-tKn^^t>7^F 

3 7 j 



OU_ 




TLC:Rf 0.22 (g^^X^;b) . 

NMR (dg-DMSO) : 5 10.28 (s, 1H) , 8.62 (brs, 1H) , 7.51 (d, J=8.1Hz, 2H 
), 7.32 (d, J=8.1Hz, 2H), 7.21 (d, J=1.8Hz, 1H) , 7.10 (dd, J=8.1Hz, 1.8H 
z, 1H), 6.96 (d, J=8.1Hz, 1H) , 6.03 (s, 2H) , 5.10 (d, J=4.5Hz, 1H) , 4.52 
-4.47 (m, 1H), 1.90 (t, J=7.2Hz, 2H) , 1.60-1.12 (m, 6H)„ 
[0 0 9 0] 

mmms o) 

N-nFn^pi/-6- (4- (4 -^f Jl/f t7x~;i/) 7i-^) - 6 - 1: 
[ffc3 8] 



CH3S 




OH 



TLC : Rf 0.27 (Bf^X^-;i/) % 
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NMR (d 6 -DMS0) : 5 10.28 (s, 1H) , 8.62 (brs, 1H) , 7.59 (d, J=8.4Hz, 2H 
), 7.57 (d, J=8.4Hz, 2H) , 7.36 (d, J=8.4Hz, 2H) , 7.32 (d, J=8.4Hz, 2H) , 
5.12 (d, J=4.2Hz, 1H), 4.53-4.48 (m, 1H) , 3.30 (s, 3H) , 1.90 (t, J=7.2Hz 
, 2H), 1.62-1.16 (m, 6H) C 
[0 0 9 1] 

mmm u o) . 

N-tFD^ri/-6- (4- (-f7# Vy- 1 - 4 Jl) 7i-^) — 6 - t: F 

u^t/^D-yy^ F 
Ut3 9] 




TLC : Rf 0.30 (Mfcx *■/!/) . 

NMR (dg-DMSO) : 8 10.31 (s, 1H) , 8.64 (s, 1H) , 7.99-7.91 (m, 2H) , 7.8 
0 (d, J=8.1Hz, 1H), 7.58-7.39 (m, 8H) , 5.19 (d, J=4.5Hz, 1H) , 4.61-4.55 
(m, 1H), 1.94 (t, J=7.5Hz, 2H) , 1.68-1.23 (m, 6H) D 
[0 0 9 2] 

mmms (id 

N-k Fn^ 6 - (4- vy- 2 -A )V) yai-jv) - 6 - 1: F 

n3r$"\5-y-yT$. F 



miiE# 2000-3083385 




TLC: Rf 0.27 (fUlf^z) , 
♦ NMR (d 6 -DMS0) : 6 10.29 (s, 1H) , 8.27 (s, 1H) , 8.19 (s, 1H) , 7.99-7.9 
0 (m, 3H), 7.83 (dd, J=8.1Hz, 1.5Hz, 1H) , 7.75 (d, J=8.1Hz, 2H) , 7.55-7. 
47 (m, 2H), 7.43 (d, J=8.1Hz, 2H) , 5.16 (d, J=4.2Hz, 1H) , 4.60-4.51 (m, 
1H), 1.91 (t, J=7.2Hz, 2H), 1.66-1.20 (m, 6H)„ 
[0 0 9 3] 

mmms a 2) 

N-t: Fn^rt/- 6 - (4- (4 -T±^;V7 — y ai-A) — 6 — tl K 
[ft 4 1] 




TLC: Rf 0.19 (?an3fc;i/A : : K'JxW5>=8 : 1 : 1 

) > 

NMR (dg-DMSO) : 8 10.31 (s, 1H) , 8.64 (s, 1H) , 8.03 (d, J=8.4Hz, 2H) , 
7.82 (d, J=8.4Hz, 2H) , 7.70 (d, J=8.4Hz, 2H) , 7.44 (d, J=8.4HZ, 2H) , 5. 



4 9 
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18 (d, J=4.5Hz, 1H), 4.56 (m, 1H) , 2.61 (s, 3H) , 1.92 (t, J=7.8Hz, 2H) , 
1.70-1.42 (m, 4H), 1.42-1.18 (m, 2H)„ 
[0 0 9 4] 

mmm 3(13) 

N-tFD^>-6- (4- (4-tFD^i/7x^) 7 x—JU) - 6 - 



[fb4 2] 



OH 



HO 




OH 



TLC : Rf 0.23 dfcggx^l/) . 

NMR (dg-DMSO) : 8 10.28 (s, 1H) , 9.47 (s, 1H) , 8.62 (s, 1H) , 7.48 (d, 
J=8.4Hz, 2H), 7.44 (d, J=8.7flz, 2H) , 7.31 (d, J=8.4Hz, 2H) , 6.81 (d, J= 
8.7Hz, 2H), 5.07 (d, J=4.2Hz, 1H) , 4.51-4.45 (m, 1H) , 1.90 (t, J=7.2Hz, 
2H), 1.62-1.17 (m, 6H) C 
[0 0 9 5] 

mmms (14) 

N-t:KD^i/-6- (4- (^/^>y-7^>-4 -J y^-jv) -6- 



2000-3083385 




TLC : Rf 0.29 (SfglX^/l/) „ 

NMR (d 6 -DMSO) : 8 10.30 (s, 1H) , 8.63 (s, 1H) , 8.18 (d, J=7.2H2, 1H) , 
8.13 (dd, J=7.5Hz, 1.2Hz, 1H) , 7.84 (d, J=8.1Hz, 2H) , 7.73 (d, J=7.2Hz, 
1H), 7.67 (dd, J=7.5Hz, 1.2Hz, 1H) , 7.56-7.39 (m, 5H), 5.19 (d, J=4.2Hz 
, 1H), 4.60-4.55 (m, 1H) , 1.93 (t, J=7.2Hz, 2H) , 1.66-1.21 (m, 6H) D 



[0 0 9 6] 

mmms d 5) 

N-n Fn3f £/- 6 - (4- (2 b^-iyy^—^) - 6 - 1: F 




TLC : Rf 0.20 Djfc/l/A \ J - )V : h >JxWO = 8:1:1 

) , 

NMR (d 6 -DMS0) : 8 10.31 (s, 1H) , 8.65 (s, 1H) , 7.40 (d, J=8.4Hz, 2H) , 

5 1 ffifE# 2000-3083385 
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7.36-7.23 (m, 2H) , 7.33 (d, J=8.4Hz, 2H) , 7.10 (d, J=8.4Hz, 1H) , 7.02 ( 
t, J=7.5Hz, 1H), 5.11 (d, J=4.5Hz, 1H) , 4.51 (m, 1H) , 3.76 (s, 3H) , 1.93 
(t, J=7.2Hz, 2H), 1.68-1.15 (m, 6H)„ 
[0 0 9 7] 

mmms d 6) 

N-PKn»^-fi- (a - - -y^-n^ -r-hr 

Ift4 5] 




TLC : Rf 0.20 □ Ufc)l2± : *Z J -Jl : h U X^;i/T ^ >= 8:1:1 
) . 

NMR (d 6 -DMS0) : 8 10.30 (s, 1H) , 8.64 (s, 1H) , 7.60 (d, J=8.1Hz, 2H) , 
7.38 (d, J=8.1Hz, 2H), 7.36 (t, J=8.1Hz, 1H) , 7.23-7.13 (m, 2H) , 6.95-6 
.87 (m, 1H), 5.14 (d, J=4.2Hz, 1H) , 4.53 (m, 1H) , 3.80 (s, 3H) , 1.92 (t, 
J=7.2Hz, 2H), 1.70-1.15 (m, 6H) C 
[0 0 9 8] 

mmm3 (17) 

N — H FO^S/— 6 — (4- (4 - h U 7)\s*U*^)\,y3L-)V) 7xljl/) 

- 6-t: y^u^^^v-yy^ K 



ffi|EE# 2000-3083385 




9 TLC:Rf0.20 U Ufrflsl* : * & J : hV X^^/T^ >= 8 : 1 : 1 
) > 

MR (d 6 -DMS0) : 8 10.31 (s, 1H) , 8.65 (s, 1H) , 7.89 (d, J=8.7Hz, 2H) , 
7.80 (d, J=8.7Hz, 2H) , 7.69 (d, J=8.7Hz, 2H) , 7.44 (d, J=8.7Hz, 2H) , 5. 
20 (d, J=4.2Hz, 1H), 4.56 (m, 1H) , 1.93 (t, J=7.5 Hz, 2H) , 1.70-1.15 (m, 
6H)„ 

[0 0 9 9] 

mmms a 8) 

(4- (4 - t --/f;v7x-;i/) y^~)\y) -6-fc: 




TLC : Rf 0.20 DQ*M : %ZJ—ft : h U 3:^71/7$ >- 8:1:1 
) , 



miiE# 2000-3083385 




NMR (d 6 -DMSO) : 8 10.31 (s, 1H) , 8.64 (s, 1H) , 7.57 (d, J=8.4Hz, 4H) , 
7.46 (d, J=8.4Hz, 2H), 7.38 (d, J=8.4Hz, 2H) , 5.13 (d, J=4.2Hz, 1H) , 4. 
52 (m, 1H), 1.92 (t, J=7.2Hz, 2H) , 1.65-1.20 (m, 6H) , 1.31 (s, 9H)„ 
[0 10 0] 

2- (2-* h*Z/3lh3ri/) 6- (4 -^D^E7x-;i/) - 6 - 

[ft4 8] 




6- (4-^0^7x^1/) - 6 -^-^y/\^r^>^ (5 2g) ©^OD^ 
(200ml) IMfC, *3fif U;i/^n^^f K (3 2ml) £#tJx.fc 0 

^*&4 oTc-e 3 ungate Lfc. jEjES^SrigiiLfc. ^ (m^i^^yn- 
;v) ^^;i/x-^;i/ (6 5 mi) ic, #e>ftfc^© hivny (500ml) mm 

) fcfcfc. 

TLC : Rf 0.43 (^4p-9-> : WM^JV= 2 : 3 ) „ 

NMR (CDClg) : 6 7.81 (d, J=8.7Hz, 2H) , 7.60 (d, J=8.7Hz, 2H) , 4.24 (t 
, J=4.8Hz, 2H), 3.69 (t, J=4.8Hz, 2H) , 3.66-3.62 (m, 2H) , 3.56-3.53 (m, 
2H), 3.38 (s, 3H), 2.95 (t, J=7.2Hz, 2H) , 2.40 (t, J=7.2Hz, 2H) , 1.83-1. 
67 (m, 4H) 0 

[0101] 
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##M l o 

2 - (2-^ h^ri/Xh^ri/) )V 6 - [4 - (N- 



CHs 

###1 9 fetish (7 5g) ©i?^f ;b7t h7^ F (300ml) ^ 

^ttc r;i/dr>#H^T> 4-if;i/-2-r^;7i;-;i/ (rz.9g) , 
nnifx ( h U -7 3in;i/3iNX7>f » rt^WJ* (II) (2.78g) , h'J7x- 

;i/**"7-f> (2.07g) , 1, Z-VyWt/9U [5. 4. 0] ^>5 i iZ-7 
-m> (23.7ml) ?:in^fco T^rT >#ffl^.T^e>— IftffcK** 

fflUCT^g^bfco ^ffc^^S: 1 5 0t;-e2.5B#fl8if#L£o HJS?Ml^3£?K 

TLC : Rf 0.27 (/\^-9"> : »fi*X^/I/ = 1:2), 

NMR (CDC1 3 ) : 8 8.29 (brs, 1H) , 8.04 (d, J=8.7Hz, 2H) , 8.00-7.98 (m, 
1H), 7.97 (d, J=8.7Hz, 2H) , 7.19 (s, 1H) , 6.98-6.93 (m, 2H) , 4.24 (t, J= 
5.0Hz, 2H), 3.70 (t, J=5.0Hz, 2H) , 3.66-3.63 (m, 2H) , 3.56-3.53 (m, 2H) , 
3.37 (s, 3H), 3.02 (t, J=6.9Hz, 2H) , 2.40 (t, J=6.9Hz, 2H) , 2.29 (s, 3H 
), 1.86-1.68 (m, 4H) B 
[0 10 2] 



Mb 4 9] 



O 




5 5 
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1 

2- (2-* h*is^h*is) 6- [4- tS-tf-JWOy**-* 

1/-JU- 2 ->f 7i - 6 -^-drVA^t;x- h 
Mb 5 0] 



O 




o-esi^ufefl:^ (4 9 g ) (Dhjvziy (soomi) mmmi^ 

>7T-*JV*>m (24.9g) ZMTLfc* fiLfoU&m*?* (Dean 
-Stark) Zm^TTkltmZtetfZ. 1 5 0 1C T*3.5B#|^# L£ 0 H/£iS-&4g>£ 

»iif;i^= i o:i~i:i) tin, Tsaoftttffi&^-rswfift^ft ( 

0 33.1 g) £#fc„ 

TLC : Rf 0.42 (^3f-F> : g^^n:^;V= 1:2), 

NMR (CDC1 3 ) : 8 8.33 (d, J=8.7Hz, 2H) , 8.08 (d, J=8.7Hz, 2H) , 7.58 (d 
, J=1.5Hz, 1H), 7.48 (d, J=8.1Hz, 1H) , 7.20 (dd, J=8.1, 1.5Hz, 1H) , 4.25 
(t, J=4.8Hz, 2H), 3.70 (t, J=4.8Hz, 2H) , 3.66-3.62 (m, 2H) , 3.57-3.53 ( 
m, 2H), 3.38 (s, 3H) , 3.05 (t, J=7.0Hz, 2H) , 2.50 (s, 3H) , 2.42 (t, J=7. 
0Hz, 2H), 1.87-1.70 (m, 4H)„ 
[0 10 3] 
##M 11(1) 

2- (2 h^Pi/X h^i/) JL^/l 6- [4- (Kyy 2 



ffifE# 2000-3083385 




4 - * - 2 — 7 ^ ;7xy- *j ic 2 - y ^ y 7 ^ / £M v%t 

TLC : Rf 0.45 (/\3ri*-> : gf^:r^-;i/ = 2:3). 

NMR (CDClg) : 6 8.35 (d, J=8.8Hz, 2H) , 8.09 (d, J=8.8Hz, 2H) , 7.85-7. 
77 (m, 1H), 7.67-7.58 (m, 1H) , 7.45-7.37 (m, 2H) , 4.24 (t, J=4.8Hz, 2H) , 
3.72 (t, J=4.8Hz, 2H), 3.67-3.62 (m, 2H) , 3.58-3.53 (m, 2H) , 3.38 (s, 3 
H), 3.05 (t, J=7.0Hz, 2H), 2.42 (t, J=7.0Hz, 2H) , 1.90-1.70 (n, 4H) D 
[0 10 4] 
2 

2- (2-^h^ri/Xh^$/) 6- [4- (2- (4 - ;V7-*7 



tfSSE4# 2000-3083385 




##M9-£§g5tb£ffcltr-% (80g) ®^^-f;i/7jx;i/i).7^ K (310ml) t 

♦ hv^jvr^> (i55mi) u&mmz. r;vnynm^T. i-x^— /v- 

4 (27. 5g) . s^naif* (l^y7ir^70) 
(II) (10. 9g) fciDAfco SJSMI:5 0TCT'3l|iJ|#lfc o 

A7A^O?h^*77-f- (^\^r1f> : B£g&X^;i/ = 2 : 1 -> 2 : 3->?UUJfr 
: *ZJ-)V=2 0 : 1) TSttSU TfB^^^^-r Sg^ffclMlf (41 
-lg) 

^ TLC:Rf0.21 (/\3r-9-> : ff^X^;^ 2 : 1 ) , 

NMR (CDCI3) : 8 7.93 (d, J=8.6Hz, 2H) , 7.59 (d, J=8.6Hz, 2H) , 7.46 (d 
, J=8.6Hz, 2H), 7.22 (d, J=8.6Hz, 2H) , 4.28-4.20 (m, 2H) , 3.75-3.60 (m, 
4H), 3.60-3.50 (m, 2H) , 3.38 (s, 3H) , 2.99 (t, J=7.0Hz, 2H) , 2.51 (s, 3H 
), 2.41 (t, J=7.0Hz, 2H), 1.85-1.65 (m, 4H)„ 
[0 10 5] 

m^mi 3 

2- (2 b3f$/X h^rS/) X^;i/ 6- [4- ( 4 - * 3ix;i/ 
) - 6 -^Vs^riJVx- V 



ffi 2000-3083385 
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[it 5 3 ] 



O 




TLC : Rf 0.24 (^\3f : mWt^A'= 1:1), 

NMR (CDClg) : 8 8.01 (d, J=8.7Hz, 2H) , 7.65 (d, J=8.7Bz, 2H) , 7.56 (d 
, J=8.4Hz, 2H), 7.34 (d, J=8.4Hz, 2H) , 4.25 (t, J=4.8Hz, 2H) , 3.70 (t, J 
=4.8Hz, 2H), 3.66-3.63 (m, 2H) , 3.56-3.53 (m, 2H) , 3.38 (s, 3H) , 3.01 (t 
, J=6.9Hz, 2H), 2.53 (s, 3H) , 2.41 (t, J=6.9Hz, 2H) , 1.86-1.70 (m, 4H)„ 
[0106] 
1 4 

6- [4- (4 -^^)\y=f-^ryoL — )\y) -7aL~jV] 
lit 5 4 ] 




TS?¥>m=£J ^^;i/3i^5 L ;i/^4 - (N, N-^^^;i/T^ y ) ;*^;i/fcf:7 
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TLC: Rf 0.51 (VZUU^Zl/ : *#7-;i/=4 : 1) , 

NMR (CDC1 3 ) : 8 8.01 (d, J=8.7Hz, 2H) , 7.68 (d, J=8.7Hz, 2H) , 7.59 (d 
, J=8.3Hz, 2H), 7.42 (d, J=8.3Hz, 2H) , 3.67 (s, 3H) , 3.50 (s, 2H) , 3.02 
(t, J=7.0Hz, 2H), 2.39 (t, J=7.0Hz, 2H) , 2.29 (s, 6H) , 1.86-1.70 (m, 4H) 

5 - ■ ■ — ■ 

[0 10 7] 

(R) - ( + ) -N-tFD^^— 6 - [4- (5 -*^/WO^*-3M*-*/ 

• -;i/-2->f;i/) >^3in;i/] - 6 - 1 Fu^-is^VZ/T $ F 

Ifb5 5] 




Ml £imei<Z>li^S:U T«a©#^>fit$:^t- S#3l!M;i»£#£ 0 
TLC : Rf 0.28 n n : * # J -;i/ = 9 : 1 ) , 

m.p. : 178-179^. 

[a] D : +31.0 (c 1.05, ^7fM;i/A7^ K) , 
NMR (d 6 "DMS0) : 8 10.30 (s, 1H) , 8.63 (s, 1H) , 8.12 (d, J=8.4Hz, 2H) , 
7.63 (d, J=8.4Hz, 1H) , 7.57 (m, 1H) , 7.53 (d, J=8.4 Hz, 2H) , 7.22 (m, 1 
H), 5.31 (d, J=4.2Hz, 1H) , 4.59 (m, 1H) , 2.43 (s, 3H) , 1.91 (t, J=7.2 Hz 
, 2H), 1.65-1.56 (m, 2H) , 1.54-1.45 (m, 2H) , 1.41-1.18 (m, 2H)„ 



ajU^ 2000-3083385 
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[0 10 8] 

mmwi (i) -4 (4) 

mmm 1 1 ■vw&isf=.it^<®)(Dttfr> y ic, ii ( i ) , 12, # 

I/. mMtcj:*;, SffflMlCkot, Mfttfil!4&£tcfElftU J£ATJC>otLfc#2i§ 

qg-fb#ft&fffeu 

[0 10 9] 

mnw4 (i) 

(R) - ( + ) -N-fcKD^r>>-6- [4- (Ky Vyt^-Vl/-*- 2 -A 
# - 6-n Ka^pS/^^i?->T^ F 

[ft5 6] 



QH 




TLC : Rf 0.20 D D tJn^A : * # J —JV : 9 0:10:1), 

b.p. : leo-mx:, 

[a] D : +10.10 (c 0.81, * % J - ^ , 
NMR (dg'DMSO) : 8 10.31 (s, 1H) , 8.64 (s, 1H) , 8.14 (d, J=8.2Hz, 2H) , 
7.82-7.72 (m, 2H) , 7.54 (d, J=8.2Hz, 2H) , 7.47-7.34 (m, 2H) , 5.32 (d, J 
=4.4Hz, 1H), 4.64-4.57 (m, 1H) , 1.92 (t, J=7.0Hz, 2H) , 1.70-1.10 (m, 6H) 

o 

[0 110] 

mmmi (2) 

(R) - ( + ) -N-fc KD#J/- 6 - [4- (2- (4 -^^l/^^^- 
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[ffc5 7] 



OH 




CHgS 



TLC : Rf 0.43 n D/J^l/A : ^ # y —)V : @f^= 6 0:10:1), 
m.p. : 173-176X:. 

Ca] D : +31.5 (c 1.02, i?7fM^7 5 F) , 
NMR (dg-DMSO) : S 10.30 (s, 1H) , 8.62 (s, 1H) , 7.48 (d, J=8.0Hz, 2H) , 
7.47 (d, J=8.4Hz, 2H) , 7.35 (d, J=8.0Hz, 2H) , 7.28 (d, J=8.4Hz, 2H) , 5. 
22 (d, J=4.4Hz, 1H), 4.60-4.45 (m, 1H) , 2.51 (s, 3H) , 1.92 (t, J=7.2Hz, 
2H), 1.70-1.10 (m, 6H) D 
[0 111] 
mMM4 (3) 

(R) - ( + ) -N-fc Kn^ri/- 6 - [4- (4-^f;i/f^7xn;i/) y 
^—JVl - 6 -b: Fu^i/^-V-yT K 



6 2 
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TLC:Rf0.23 n □ : ;* # J 9 : 1 ) , 

m.p. : 194-197T}. 

[a] D : +6.86 (c 0.105, *#J-JV) . 
NMR (dg'DMSO) : 8 10.29 (s, 1H) , 8.62 (s, 1H) , 7.61-7.55 (m, 4H) , 7.3 
8-7.29 (m, 4H), 5.12 (d, J=4.4Hz, 1H) , 4.58-4.42 (m, 1H) , 2.49 (s, 3H) , 
1.90 (t, J=7.4Hz, 2H), 1.66-1.02 (m, 6H) D 
[0 112] 
mMM4 (4) 

(R) - ( + ) -N-tFO^i/-6- [4- (4 -*^)V3-*-7 3L=.)]/) V 

- 6 -\l Yu^-v^^ryr^ K - mm. 

[ft 5 9 ] 




• Ha 



TLC : Rf 0.14 (^Dnt^A : * # J -)l= 2:1). 
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m.p. : 214-217'C, 

[a] D : +26.54 (cO.ll. ;* # J , 
NMR (d 6 ~DMS0) : 8 10.79 (s, 1H) , 10.33 (s, 1H) , 8.63 (s, 1H) , 7.73 (d 
, J=8.2Hz, 2H), 7.64-7.62 (m, 4H) , 7.39 (d, J=8.2Hz, 2H) , 5.17 (d, J=3.9 
Hz, 1H), 4.58-4.49 (m, 1H) , 4.27 (s, 2H) , 2.68 (s, 6H) , 1.91 (t, J=6.9Hz 

, 2H), 1.61-1.18 (m, 2H)„ 

[0 1 13] 

mmmi 
z&m-rz&Mi o omzn& 0 

• (R) - (+) -N-tKn^i/-6- (4- (4 -?nn7xr;i/) 7x- 

- 6 -t Fn^i/^\dp-9->T^ K 5.0g 

• #;i/3tf*^*^;v-fe;i/n-x;&;i/^A o.2g 

•xf7'j>i?ni/^ (in) o.ig 

• $t*£JI 4.7g 

[0 1 14] 

^tt67>^M 0 0 

• (R) - ( + ) -N-t Fn^rt/- 6 - (4- (4-?nn7i^) 7ii 

-6-nKn^^t>7^K 2.0g 

• v>n h-)i 20g 

• M^fc 5 0 0ml 
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[«&] (I) Testis t: Kn*fAWi#, -e*ie>©*#tt«l* 

„ /M3^f>, N0 2 , CN, CF 3 . OCF 3 , OR 2 . SR 2 > NR 3 R 4 , 



COR 



h ■ Cyrl, -SOnR 10 , -O- 1/?/) - Q B 1 1 



nm. Eim&^um; Eizmmis. -ch=ch-, -c=c- ; mB\z 

utf>. no 2> cn. cf 3 , ocf 3 ; R 9 (i7;i/^^ 7;i/>^— ;k r;i/ 



(^V HO R 9 




ONHOH 



0) 



1 
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ffi m a m m m m 



^SU#-^ (0 0 0 1 8 5 9 8 3) 



1. 9m*$MR 1 9 9 0^ 9J5 2H 

& ffi *RASf*Rrt**B3»IWr2TBl#5-9- 



1 
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